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S74 Inflammation and Fibrosisdetected after the treatment of emodin by western blot. Redfluorescent
protein-microtubule associated protein light chain3 (RFP-LC3) plasmid was
transient transfected into NRK-52E cells and then treated with HBSS
(1 mL) combined with bafilomycin (10 nmol$L1). After the intervening of
emodin (10 mmol$L1), changes of RFP-LC3 fluorescent particles were
observed by fluorescence microscopy. Secondly, NRK-52E cells were treated
with mammalian target of rapamycin mTOR inhibitor rapamycin (100
nmol$L1), the effects of blocking mTOR signal pathway on autophagy inhi-
bition of emodin were observed. Finally, further testing effects of autophagy
inhibition of emodin through the induction of endogenous mTOR inhibitory
protein DEPTOR overexpression.
Results: HBSS hunger could induce high expression of LC3 II protein in NRK-
52E cells, the intervention of emodin could reverse the increased expression
of LC3 II induced by HBSS. The number of RFP-LC3 fluorescent particles
increased after the treatment of HBSS combined with bafilomycin A1, and
the increasing inhibited by emodin. After the treatment of rapamycin with
emodin and HBSS, rapamycin could restore the expression of LC3 II protein
induced by HBSS in NRK-52E cells. Over expression of endogenous mTOR
inhibitory protein DEPTOR also blocked the inhibitory effect of emodin on
expression of LC3II.
Conclusion: Emodin could inhibit the activation of autophagy induced by
HBSS in NRK-52E cells, the effect may be mediated through mTOR signal
pathway.http://dx.doi.org/10.1016/j.hkjn.2015.09.087
0014
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Background: Nephrotoxicity is a common and major limitation of application
of cisplatin (CDDP) for chemotherapy. Emodin (3-methyl-1,6,8 trihydroxyan-
thraquinone) has been reported to ameliorate CDDP-related nephrotoxicity.
However, its mechanisms are still incompletely understood.
Methods: We evaluated the protective effects of emodin on CDDP-induced
cellular apoptosis in cultured renal tubular epithelial cells, and explored
the potential mechanisms.Results: Emodin suppressed CDDP-induced cell shape change, loss of
cell viability and caspase 3 cleavage. This protective effect of emodin
was associated with enhanced autophagy, as revealed by the increased
LC3 conversion and occurrence of RFP-LC3 punctate structures. Further
analysis revealed that the suppressive effect of emodin on CDDP-
induced apoptosis could be largely abolished by suppression of auto-
phagy with bafilomycin A1 and mimicked by activation of autophagy
with rapamycin. Additionally, the adenosine mono-phosphate (AMP)-
activated protein kinase (AMPK) was activated and the mammalian
target of rapamycin (mTOR) signaling was suppressed by emodin during
this process.
Conclusion: Induction of autophagy plays an important role in the protec-
tive effect of emodin against CDDP-induced renal tubular cell injury, and
the emodin-induced autophagy was attributed to the activation of AMPK
and inhibition of mTOR signaling pathway. Emodin may have a therapeutic
potential in the prevention of CDDP-induced nephrotoxicity.http://dx.doi.org/10.1016/j.hkjn.2015.09.088
0017
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Caspases are a family of cysteine proteases with pivotal functions in
apoptotic and inflammatory signaling. According to their difference of
structures and functions, 14 mammalian caspases are classified into three
categories, which are apoptosis activator, apoptosis executioner and
inflammatory mediator. Caspase-1 is an inflammatory caspase, and
Caspase-7 belongs to apoptosis executioner. The roles and association
of these two distinct types of Caspases protein in tubulointerstitial
fibrosis (TIF) are not well recognized. In current study, we found both
Caspase-1 and Caspase-7 protein levels were elevated in unilateral
ureteral obstruction (UUO) mice. While in UUO mice with Caspase-1
knock-out background the increased Caspase-7 was suppressed signifi-
cantly along with the minimized extracellular matrix accumulation which
was demonstrated by western blot, immunohistochemistry and Masson
trichrome staining. In vitro TGF-b1 stimulation promoted the expression
of Caspase-1 and Caspase-7 simultaneously in tubular epithelial cell line
(TEC) NRK-52E. Notably, genetic deletion of either Caspase-1 or Caspase-
7 could abrogate TGF-b1 driven TEC transdifferentition and apoptosis. In
addition, knocking down Caspase-1 dampened Caspase-7 upregulation in
TGF-b1 treated TEC which was consistent with in vivo study. However
genetic deletion of Caspase-7 did not influence Caspase-1’s abundance. In
brief, our observation firstly links inflammatory and apoptotic Caspases
